. Nevertheless, the anti-PIP2 anto activation of PLC␤1 or direct activation of the IP 3 R tibody failed to block the responses to G␤␥, even after by G␤␥. We report here that G␤␥ potently activates 20 min of infusion, while inhibiting the responses to the IP 3 receptor. Thus, G␤␥-triggered [Ca
. This can be due respectively ( Figure 1F ). Nevertheless, the anti-PIP2 anto activation of PLC␤1 or direct activation of the IP 3 R tibody failed to block the responses to G␤␥, even after by G␤␥. We report here that G␤␥ potently activates 20 min of infusion, while inhibiting the responses to the IP 3 Figure 2E shows that ␤ARKP had no effect, whereas G␤␥ inhibited IP 3 the effects of inhibiting PLC␤ or scavenging G␤␥ on Ca 2ϩ signaling evoked by stimulation of Gq-and Gicoupled receptors in the same cells with carbachol and vasoactive intestinal peptide (VIP), respectively. Activait can be competed away by two proteins that bind G␤␥ and it was disrupted by a peptide that interferes with tion of the Gs-coupled VIP receptors was shown to evoke Ca 2ϩ spiking in pancreatic acini that can be mimbinding of G␤␥ to target proteins.
The majority of G␤␥ was retained at the top of the icked by an increase in cytoplasmic cAMP [10] . In subsequent work we showed that although the M3 receptors gradient, whereas most of the IP 3 R1 migrated to the bottom (Figure 2A) (Figure 4 and [4] ) suggests that G␤␥ particiconcentration of U73122 also partially inhibited IP 3 production in response to maximal stimulation with 100 M pates in both Gq-and Gi-dependent Ca 2ϩ signaling. However, activation of IP 3 Rs by G␤␥ appears to be of carbachol. Taken together, these results highlight the two modes of signal transduction by GPCR and their particular importance for Gi-coupled receptors. Activation of these receptors releases G␣i and G␤␥. Although differential dependence on IP 3 production and G␤␥. These results provide physiological support for the idea it is generally assumed that G␤␥ activates PLC␤1 to trigger a Ca 2ϩ signal [9] , it is noteworthy that it is difficult that Ca 2ϩ signals elicited by Gi-coupled receptors, although mediated by Ca 2ϩ release through the IP 3 Rs, are to detect any IP 3 The combined findings of the present work indicate 4). Our results suggest that an alternative explanation is that G␤␥ directly activates IP 3 Rs, independently of that G␤␥ activates IP 3 Rs. The IP 3 R is the third channel known to be regulated by G␤␥, the others being the IP 3 production. Indeed, the Ca 2ϩ signals evoked by VIP 
